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Continuation of Box No. II of continuation of first sheet (1) 
•Nitrile hydratase per se 

First, the "nitrile hydratases having an a-subunit and a (J-subunit" 
as set forth in claims 1 to 12 will be discussed. There are presented 
5a-subunit types (i.e., the unsubstituted one, one having substitution 

at the 36-position, one having substitution at the 71-position, - 

and one having substitution at the 204-position) and 15 p-subunit types 
(i.e. , the unsubstituted one, one having substitution at: the 10-position, 
one having substitution at the 32-position, - - and one having 
substitution at the 217-position) . That is, there are presented at least 
75 types (5x15) of nitrile hydratases. 

To conclude that these 7 5 nitrile hydratases comply with the requirement 
of unity of invention, they should be so linked as to form a single general 
inventive concept. In other words , these combinations should have a 
technical relationship involving the same "special technical features". 
The expression "special technical features" shall mean those technical 
features that define a contribution which each of the claimed inventions, 
considered as a whole, makes over "the prior art". (See, if required, 
PCT Rule 13.2.) 

However, "JP 9-275978 A (Mitsui Toatsu Chemicals, Inc.) 1997.10.28" 
(hereinafter referred to as the referential document ) having been publicly 
known before the priority date of the present case reports a plural number 
of "nitrile hydratases having an a-subunit and a p-subunit" having amino 
acid substitutions at different positions from the above-described ones 
and yet substantially sustaining the nitrile hydratase function. Thus, 
it cannot be referred to as a "special technical feature" to merely 
substantially sustain the nitrile hydratase function after substitution . 
The fact that these 75 nitrile hydratases are obtained by a modification 
method not described in the referential document (for example, the 
modification method as set forth in claim 5 6) cannot be regarded as "a 
special technical feature'', unless it can be concluded that these 
"substances", i.e., the 75 nitrile hydratases cannot be obtained any 
other method than the above modification method. Even though the 
statement in the description of the present case is taken into 
consideration, the presence of any other "special technical feature" 
(for example, such a technical feature that "all" of these 75 nitrile 
hydratases sustain higher activity than the nitrile hydratase reported 
in the referential document) can be neither confirmed nor designated. 

Such being the case, the above-described 75 nitrile hydratases cannot 
be considered as a group of inventions so linked as to form a single 
general inventive concept. 

The same applies to the genes, plasmids, etc. as set forth in claims 
13 to 55, because of relating to the above-described 75 nitrile hydratases . 

(Continued to next page) 
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Continuation o f Box No. I I of continuation of firs t sheet (1) 

•Method of modifying enzyme having nitrile hydratase activity 

First, claims 56 to 71 will be - discussed. Modification of nitrile 
hydratase per se is reported in the referential document too. In other 
words, a modification method has been already reported. Therefore, the 
modification methods as set forth in claims 56 to 71 should have a technical 
relationship involving the same "special technical feature" exceeding 
a mere modification method. 

However, the invention as set forth in claim 56 and the invention 
as set forth in claim 57, for example, differ in sequencial data, etc. 
to be referred in discussing the modification. The same applies to claims 
58 to 71 too. Even though the statement in the description of the present 
case is taken into consideration, the presence of any other "special 
technical feature" can be neither confirmed nor designated. 

Such being the case, it is considered that claims 56 to 71 have inventions 
relating to 16 types of modification methods as set forth in claims 56 
to 71, even though dependent claims are taken into consideration.^ 

The same applies to the modified enzymes, etc. as set forth in claims 
72 to 77 because of being specified as obtained by the 16 modification 
methods as described above. 

•Conclusion 

Even though the 75 nitrile hydratases are obtained by modification 
methods that are not described in the referential document (i-e., the 
16 inventions relating to the methods of modifying an enzyme having nitrile 
hydratase activity) , there is observed no "special technical feature" 
between' the nitrile hydratases per se and the methods of modifying an 
enzyme having nitrile hydratase activity, unless it can be concluded 
that these " substances" , i.e., the 7 5 nitrile hydratases cannot be obtained 
any other method than the above modification method. 

Thus, it is concluded that the present case has 91 inventions in total 
including the 75 inventions relating tp nitrile hydratases and the 16 
inventions relating to methods of modifying an enzyme having nitrile 

hydratase activity. 

Since no required additional search fees were timely paid by the 
applicant, the international search report is made exclusively on the 
part of the invention according to claim 1 relating to a nitrile hydratase 
in which the a-subunit "has an amino acid sequence wherein the amino 
acid at the 36-position in SEQ ID N0:1 is substituted by another amino 
acid" and the parts of the inventions according to claims 2 to 6, 10 
to 17, 23 to 34, 41 to 4 3 and 45 to 55 in which the <2-subunit "has an 
amino acid sequence wherein the amino acid at the 36-position in SEQ 
ID NO:l is substituted by another amino acid" or a base sequence 
corresponding thereto. 



r? u/T/IQ A/*>1H r^vtvo clw»A M»ik/ I 00 



